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Alerting Abstract WO A1 

NOVELTY - 1-aryl-5-(pyridinyl or pyrimidinyl)-pyrazole derivatives (I) and their salts are 
new. 

DESCRIPTION - 1-aryl-5-(pyridinyl or pyrimidinyD-pyrazole derivatives of formula (I) and 
their salts are new: 




A= N or CH; 

Ar^= ^i^' (optionally substituted by one or more of halo, hydrocarbyl, hydrocarbyloxy, 
nitro, cyano. perfluorohydrocarbyl, trifluoromethylhydrocarbyl, 
perfluorohydrocarbyloxy, hydroxy, mercapto, hydroxycarbonyl, aryloxy, arylthio, 
sulfonyl or sulfoxide (where the S atom is substituted by hydrocarbylsulfonylamido, 
optionally N-substituted by a wide range of specific groups)); 
H, hydrocarbyl, halo, carboxy, cyano, azido, hydrocarbylsulfonyl, 
carbonyloxyhydrocarbyl, carbonyl ami do or -X-Y; 
O, S or N(Q); 

H, hydrocarbyl or hydrocarbylaryl; 

H, hydrocarbyl, hydroxy hydrocarbyl, 2-,3- or 4-pyridylhydrocarbyl or aryl 
hydrocarbyl; 

azido, H, hydrocarbyl, amido, hydrocarbyl amino, aminohydrocarbyl, 
perhalohydrocarbyl or aryl (optionally substituted by one or more of a wide range of 
specific groups); 

azido, H, hydrocarbyl, amido, halo hydrocarbyl. perhalohydrocarbyl, 
hydrocarbyloxycarbonyl, N-piperazinylcarbonyl, aminocarbonyl or piperazinyl, or aryl 
substituted by one or more of a wide range of specific groups; 
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Y= 
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ACTIVITY - Anti-inflammatory; antipyretic; antiarthritic; antirheumatic; osteopathic; dermal 
anti-HIV; antiatherosclerotic; thrombolytic; virucide; cytostatic; antidiabetic; antipsoriatic; v 
MECHANISM OF ACTION - Inhibits p38 MAP kinase. 100-0.001 muM of (I) was tested for 
kinase alpha was used in a concentration of 0.3 muM. 2-(benzylamino)-4-[1-(3-methylpher 

of 0.002 itiuM in the p38 kinase assay. 

A TNF cell assay using 7 ml of blood sample was carried out for (II) and was found to have 

USE - (I) is used for treating a host mammal having conditions associated with pathologica 
for treating inflammation, fever, arthritis, pulmonary disorders or lung inflammation, viral an< 
influenza, multiple sclerosis, cancer, diabetes, systemic lupus erthrematosis (SLE), skin-rel; 
preventing production of cyclooxygenase-2. 
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(54) TItic: 1,5-DIARYL SUBSnTUTED PYRAZOLES AS p38 KINASE INHIBITORS 
(57) Abstract 

The present invention contemplates 
1 ,5-diaryl-substituted pyrazole 
compounds which correspond in structure 
to Formula (I), or a pharmaceuti- 
cally-acceptable salt thereof: wherein A 
is -N~ or "-CH-; and which inter alia, 
inhibit the activity of p38 MAP kinase. 
Also contemplated by the invention 
are processes for the preparation of the 
contemplated compounds and for the use 
of a contemplated compound in treating 
a mammalian host having a p38 kinase- 
or TNF-mediated disease. 
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